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Hereby, we will give some more clinical and radiological details on the three MELAS patients reported. All three patients had the classical m.3243A>G mutation. The first patient was a 32-year-old man with a history of seizures treated by topiramate 75 mg/day presenting with a strokelike episode (SLE) in the absence of clinical or EEG abnormalities in favor of epilepsy. ADC map showed cortical hypointensity in the involved brain region in the absence of subcortical signal abnormalities. The SLE was treated by high-dose L-arginine in the acute phase. The second patient was a 20-year-old man presenting with involuntary unilateral lower limb movements evoking partial motor seizures. ADC map showed isointensity in the cortex associated with hyperintensity in the underlying subcortical involved brain regions. The patient refused EEG and left the hospital with levetiracetam 1000 mg/day antiepileptic therapy without other specific SLE treatment. The third patient was a 54-year-old woman with a history of epilepsy treated with lacosamide 200 mg/day presenting with SLE in the absence of clinical or EEG abnormalities in favor of epilepsy. ADC map showed mixed hyper/hypointensities in the cortex and hyperintensities in the underlying subcortical brain regions. The SLE was treated by high-dose L-arginine in the acute phase.
We agree with the comments of the author that the arterial abnormalities reported were probably not causative but rather a phenomenon secondary to the primary metabolic defect. Concerning the possible role of seizures and/or SLE treatment in the arterial abnormalities reported, in our opinion, this seems unlikely, since two of the three patients lacked clinical and EEG abnormalities in favor of epilepsy, and arterial abnormalities were restricted to the brain areas involved by the SLE. One might suspect a more diffuse cerebral artery dilatation in treatment-induced perfusion abnormalities, although an interaction between SLE treatment therapies and cerebral arteries only involved in the SLE cannot be excluded.
The variability of signal changes on ADC map in SLE in our three patients corresponded well to the earlier reports analyzing ADC in SLE showing cortical hypo-, iso-, or hyperintensities during SLE, probably also depending on the timing of MRI performance (and the stage of SLE) [1, 2] .
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